Hypospadias is a common urological abnormality and may occur in simple (glandular or penile) or severe forms (perineal). Perineal hypospadias often occurs in association with other genital abnormalities, such as bilateral cryptorchidism and micropenis, and may be the result of partial androgen insensitivity. We have investigated the androgen binding status and androgen receptor gene of boys from two unrelated families. The first pair of brothers had partial androgen insensitivity with perineal hypospadias, bilateral cryptorchidism, and micropenis, while the other boys had isolated perineal hypospadias. Qualitative androgen binding defects were shown in both sets of brothers and different point mutations of the androgen receptor gene were found in the two families. These findings suggest that the genital abnormalities in the affected brothers result from defects in the androgen receptor. Furthermore, severe familial hypospadias may be a previously unrecognised part of the phenotypic spectrum of the partial androgen insensitivity syndrome. This study provides valuable information for the genetic counselling of families affected by this X linked genital abnormality.
Hypospadias is a disorder of male external genital development in which the urethral orifice is found on the ventral surface of the penis rather than at the tip of the glans. It is a relatively common congenital abnormality with an incidence of 0 2 to 0 6%.' It may be classified as simple (glandular or penile) or severe (perineal) on the basis of the anatomical location of the urethral meatus. In three quarters of cases the hypospadias is glandular or penile in location and occurs in isolation.2 Perineal hypospadias is less common and usually occurs in association with severe genital abnormalities such as micropenis, bifid scrotum, and cryptorchidism. The aetiology of hypospadias is poorly understood although varying modes of inheritance have been deduced from family studies, and significant associations with environmental factors have also been noted. 2 Male sexual differentiation is androgen dependent. It is therefore possible that hypospadias may result from abnormal androgen synthesis or action. Endocrine 
PCR-SSCP ANALYSIS
The presence of mutations is indicated by a shift in the mobility of denatured PCR segments when run on a non-denaturing gel. In subjects LA and LB, an abnormal DNA band shift compared to control DNA was found in exon G ( fig 1A) . This abnormality was detected readily under both sets of electrophoresis conditions outlined above. This was the only band shift detected in these boys. In subjects 2A and 2B, an abnormal DNA band shift compared to control DNA was found in exon H. Again the SSCP band shift was detected under both sets of conditions, but was more easily seen when the gel was run at 4°C without glycerol (fig LB) . No other abnormalities were detected in any other part of the gene examined. The band shift detected in subjects 2A and 2B was more subtle than that detected in subjects IA and 1B. SSCP analysis therefore suggested that subjects LA and 1B carried an exon G mutation, and subjects 2A and 2B an exon H mutation in the AR gene.
DNA SEQUENCING OF PCR PRODUCTS
The polyglutamine repeat region of exon A consisted of 24 residues in subjects 1A and 1B, and 27 residues in subjects 2A and 2B and was within the range defined for normal populations. ' 
